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Purpose: This prospective trial was conducted to evaluate the role
of gefitinib in never-smokers with advanced or metastatic adenocar-
cinoma of the lung.
Patients and Methods: The main inclusion criteria were stage
IIIB/IV adenocarcinoma of the lung and status as a lifetime never-
smoker. Patients received a 250-mg single oral daily dose of ge-
fitinib until disease progression, unacceptable toxicity, or patient’s
refusal. Tumor response was assessed after every two 4-week cycles
according to the World Health Organization response criteria. Ad-
ditional analyses were performed to identify predictors of response
and survival.
Results: Between August 2003 and March 2005, 72 Korean patients
were enrolled; 55 chemotherapy naive, 17 previously treated; 6
male, 66 female; and ECOG PS 0/1/2, 24/42/4. All patients were
assessed for response, toxicity, quality of life, and survival. Overall
objective tumor response rate was 55.6% (95% confidence interval
[CI], 43.4–67.3%). With a median follow-up of 23 months, the
median survival time was 19.7 months (95% CI, 18.5–21.0 months)
with a 1-year survival rate of 76.3%. The median duration of
response was 6.8 months (95% CI, 4.7–9.0 months). Therapy-related
improvement of symptoms and quality of life was observed within
2 to 4 weeks after the commencement of therapy in the responders.
In a multivariate Cox proportional hazard model, good performance
status and no prior history of chemotherapy were the two significant
predictors of better survival (p  0.005 and 0.042).
Conclusion: Gefitinib showed very promising antitumor activity and
survival outcome in Korean never-smokers with adenocarcinoma of the
lung. It seems to be a good alternative to standard chemotherapy as a
first-line therapy for this subgroup.
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Gefitinib, an epidermal growth factor receptor (EGFR)tyrosine kinase inhibitor, is a molecular-targeted agent
approved for use as salvage therapy in advanced non-small
cell lung cancer (NSCLC).1 Two phase II trials showed
clinically significant antitumor activity with rapid symptom
relief and improvements in quality of life as second- and
third-line treatment in NSCLC patients, which are compara-
ble with the result of docetaxel, currently considered the
standard therapy in the salvage setting.2–4 The enthusiasm
generated by the initial results were attenuated by the phase
III trials that showed neither survival benefit nor improved
response rate when given together with standard combination
chemotherapy.5–6 Furthermore, the final results of the Iressa
Survival Evaluation in Lung Cancer trial, which failed to
confirm the survival benefit of gefitinib treatment over pla-
cebo in patients with previously treated NSCLC,7 further
dampened the interest in the use of gefitinib in the United
States and Europe.
Nevertheless, retrospective analyses suggested that cer-
tain clinicopathologic parameters, that is, adenocarcinoma or
bronchioloalveolar pathologic subtype, never-smoking his-
tory, and East Asian ethnicity were the predictors of gefitinib
responsiveness.2,3,8 Prompted by those clinical observations,
in August 2003 we initiated a prospective trial to evaluate the
efficacy of gefitinib monotherapy in a front-line and second-
line setting in Korean never-smokers with adenocarcinoma of
the lung. We previously reported on the results of the first 37
chemotherapy-naive patients after a median follow-up of 48
weeks (range, 4–70 weeks).9 Of the 37 patients enrolled, 36
were assessed for response and 25 (69%) had partial re-
sponse. Although the median survival time was not reached at
the time of report, the estimated 1-year survival rate was
73%, and the median progression-free survival was 33 weeks.
With more patients enrolled and a longer follow-up, we
report mature data, including the median survival times
stratified by the status of prior chemotherapy exposure, which
further support the role of gefitinib monotherapy in this
subgroup of Korean patients with adenocarcinoma of the lung.
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PATIENTS AND METHODS
Eligibility Criteria
The main eligibility criteria were stage IIIB with pleu-
ral effusion or pericardial effusion or IV advanced or meta-
static adenocarcinoma of the lung according to the World
Health Organization’s (WHO) classification,10 and lifetime
never-smoker status, defined as having smoked no more than
100 cigarettes during one’s lifetime. Additional criteria were
as follows: 1) age of 18 to 75 years; 2) Eastern Cooperative
Oncology Group (ECOG) performance status of 0 to 2; 3)
bidimensionally measurable lesion(s) on computed tomogra-
phy scan; 4) adequate bone marrow, hepatic, and renal
function, defined as white blood cell count 4.0  109/liter,
neutrophils 2.0  109/liter, platelets 100  109/liter,
hemoglobin 10 mg/dl, alanine aminotransferase or aspar-
tate aminotransferase 2.5 times the upper normal limit,
serum bilirubin 1.2 mg/dl, and serum creatinine 1.5
mg/dl; 5) no prior chemotherapy or having received only one
regimen of combination chemotherapy; and 6) no prior mo-
lecular-targeted therapy. Brain metastasis was allowed, pro-
vided that there had been no clinically significant neurologic
symptoms or signs. All patients gave a written informed
consent approved by the institutional review board of the
National Cancer Center. The study followed the Declaration
of Helsinki and good clinical practice guidelines.
Treatment Plan
Patients received a single oral daily dose of 250 mg of
gefitinib until disease progression, unacceptable toxicity, or
patient’s refusal. Each cycle consisted of 4 weeks of therapy,
and interruption of gefitinib therapy was allowed for a max-
imum of 2 weeks. As a baseline, a complete history and
physical examination, including documentation of concomi-
tant medications, performance status and history of smoking,
standard laboratory studies, and electrocardiogram were per-
formed within 14 days before the study entry. Chest x-ray,
computed tomography scans of the chest including the upper
abdomen, magnetic resonance imaging of the brain, and a
radionuclide bone scan were done within 4 weeks before the
study entry. Pathologic evaluation was primarily based on the
WHO’s classification.10 However, because BAC histology
was suggested to be an independent predictor of tumor
response, all pathology slides and cytology were prospec-
tively reviewed by a referee pathologist (EKH) to identify the
two subgroups of adenocarcinoma: those with BAC features,
and those without, as proposed by Ebright et al.11
Criteria for Evaluation of Efficacy
The primary endpoint of the study was objective tumor
response, which was assessed according to the WHO criteria
after each cycle by chest x-ray and every two cycles by
computed tomography scans and magnetic resonance imag-
ing where appropriate.12 The tumor responses in the brain
were also assessed using the same diagnostic technique as in
the baseline assessment and compared with the response in
the extracranial sites. All tumor responses were reviewed
independently and confirmed by a referee radiologist (HYK).
Complete response (CR) involved the complete disappear-
ance of all measurable and evaluable disease. Partial response
(PR) was defined as a decrease of at least 50% in the sum of
the products of the maximal perpendicular dimensions of
measurable lesions, with no progression of evaluable disease
and no new lesions. Stable disease (SD) demonstrated no new
lesion or progression of current lesions for a period longer
than 4 weeks. Progression (PD) included patients who had
clear worsening of any evaluable disease, the development of
new lesions, recurrence of lesions that had previously disap-
peared, or failure to return for evaluation because of deteri-
oration. Patients were evaluated weekly for toxicity during
the first cycle and then every 4 weeks thereafter using the
National Cancer Institute Common Toxicity Criteria version
2.0.13
Quality of Life
Quality of life (QoL) was measured using the European
Organization for Research and Treatment of Cancer Quality
of Life Questionnaire C30, version 3.0.14 An additional lung
cancer module, QoL Questionnaire LC13, was used.15 All of
the scales and single-item measures range in score from 0 to
100; a high score represents a higher response level. Thus, a
high score for a functional scale and the global health status
represents a healthy level of functioning and high quality of
life, but a high score for a symptom scale or item represents
a high level of symptomatology. The QoL questionnaire was
administered at baseline, every week during the first cycle,
every cycle thereafter, and at the end of study. The question-
naire was to be completed during office visits before any
other evaluations or assessment of adverse events. Changes in
QoL scores during the study were compared with the baseline
score.
Statistical Consideration
This was a single-arm, open-labeled, prospective, sin-
gle-center study. All patients were included in all efficacy and
safety analyses. The parameters of interest are estimated and
presented with their 95% confidence intervals using exact
binomial probabilities. Duration of response was defined as
the interval between the date of documented response and the
date of documented disease progression. Progression-free
survival was defined as the interval between the date of the
start of treatment and the date of documented disease pro-
gression or death from any cause. Overall survival was also
defined as the interval between the date of the start of
treatment and the date of death from any cause. If a patient
was lost to follow-up, that patient was censored at the last
date of contact. All time-to-event variables were analyzed
using Kaplan–Meier product-limit survival estimates. Pre-
treatment characteristics were analyzed in multivariate logis-
tic regression models for their ability to predict objective
response and in multivariate Cox proportional hazards mod-
els for their ability to predict survival. Multivariate models
were constructed using backward elimination methods, pos-
sible association with objective response, or survival out-
comes. Changes in QoL scores from baseline score were
evaluated using a paired t test. Data were updated as of
January 10, 2006.
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RESULTS
Patient Characteristics
Between August 2003 and March 2005, a total of 72
patients were enrolled. The patients’ characteristics are
shown in Table 1. Fifty-five patients were chemotherapy
naive, and the other 17 patients had received only one prior
chemotherapy regimen. There were no differences in pre-
treatment characteristics between the chemotherapy-naive
patients and those who had been treated previously. Twenty-
seven patients had brain metastasis at study enrollment, of
whom 24 patients received gefitinib as a primary therapy for
brain metastases, and three patients received gefitinib after
local therapy for brain lesions, that is, whole-brain irradiation
(1), surgical removal (1), or both (1).
Tumor Response and Survival
Table 2 shows the objective tumor responses. There
was one CR, 39 PRs, and 8 SDs, yielding an overall response
rate of 55.6% (95% CI, 43.4–67.3%) and a disease-control
rate of 66.7% (95% CI, 54.6–77.3%). Chemo-naive patients
tended to show more objective tumor responses (33/55
[60.0%], 95% CI, 45.9–73.0%) than the patients with prior
history of chemotherapy (7/17 [41.2%], 95% CI,
18.4–67.1%), but the difference was not statistically signif-
icant (p  0.264). There were no statistically significant
differences in objective response rate by gender, age (60
years versus 60 years), presence of BAC features, perfor-
mance status (PS 0 or 1–2), or stage (IIIB versus IV).
Of interest, the response of intracranial lesions to ge-
fitinib was closely correlated with that of extracranial lesions.
Of the 24 patients who received gefitinib as a primary
treatment for brain metastases, 12 achieved objective re-
sponses in both intracranial and extracranial sites, and two
had stable disease in intracranial metastases while extracra-
nial lesions showed dramatic response, whereas the other
patients without extracranial lesions did not have intracranial
tumor responses.
With a median follow-up of 23 months, the median
survival time was 19.7 months (95% CI, 18.5–21.0 months)
for all patients, with a 1 year-survival rate of 76.3%. The
median progression-free survival was 5.5 months (95% CI,
4.4–6.5 months), and the median duration of response was
6.8 months (95% CI, 4.7–9.0 months) (Figure 1). Of note, for
chemotherapy-naive patients, the median survival time and
progression-free survival were 20.1 months and 5.9 months,
respectively; corresponding figures were 16.6 months and 2.7
months, respectively, for previously treated patients. Univar-
iate analysis showed that absence of prior chemotherapy was
a significant predictor for progression-free survival (p 
0.017), which was associated with better overall survival with
marginal statistical significance (p  0.080). On the other
hand, performance (0 versus 1–2) was marginally predictive
of progression-free survival (p 0.099) and was significantly
predictive of overall survival (p  0.012) (Figure 2).
Adverse Events
All 72 patients were analyzed for safety. Table 3 lists the
worst National Cancer Institute common toxicity criteria grades
experienced by patients. There were no grade 3 or 4 hematologic
toxicities. Grade 3 nonhematologic toxicities were observed in
seven patients (9.7%), including grade 3 hepatic toxicity in
5.6%, but interstitial pneumonitis or grade 4 toxicities were not
observed. Skin rash was observed in 67 patients (93.1%), but
grade 2 or 3 was observed in only 13 patients (18.1%).
Determinants for Tumor Response
and Survival
To identify the additional predictors for the objective
response and survival, several clinicopathologic characteristics
were analyzed in multivariate logistic regression models and in
multivariate Cox proportional hazards models. No additional
TABLE 1. Baseline Patients’ Characteristics
Total (N  72) First-Line (n  55) Second-Line (n  17)
Patients Characteristics No. of Patients (%) No. of Patients (%) No. of Patients (%) p Value
Median age (range) 54 (29–75) 55 (40–74) 50 (29–75) 0.473
Gender 0.621
Male 6 (8.3) 4 (7.3) 2 (11.8)
Female 66 (91.7) 51 (93.7) 15 (88.2)
ECOG performance status 0.872
0 26 (36.1) 19 (34.5) 7 (41.2)
1 42 (58.3) 33 (60.0) 9 (52.9)
2 4 (5.6) 3 (5.5) 1 (5.9)
Histology 1.000
With BAC features 14 (19.4) 11 (20.0) 3 (17.6)
Without BAC features 58 (80.6) 44 (80.0) 14 (82.4)
Stage 1.000
IIIB 6 (8.3) 5 (9.1) 1 (5.9)
IV 66 (91.7) 50 (90.9) 16 (94.1)
Brain metastases 27 (37.5) 20 (37.0) 7 (41.2)
ECOG, Eastern Cooperative Oncology Group; BAC, bronchioloalveolar carcinoma.
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predictors of the objective tumor response to gefitinib were
found. However, absence of prior chemotherapy was the only
predictor of progression-free survival, and good performance
status and no prior history of chemotherapy were identified to be
the significant predictors of overall survival (Table 4). Of inter-
est, 10 (25%) of 40 patients who had an objective response
experienced grade 2 or 3 skin rash, whereas 1 (12.5%) of 8
patients who had stable disease and 1 (4.2%) of 24 patients who
had progressive disease experienced grade 2 or 3 skin rash. This
suggests an association between grade II/skin rash and objective
tumor response (p 0.034). However, it did not predict overall
survival in univariate and multivariate analysis.
Quality of Life (QoL)
As a baseline, global health status was impaired most,
with a mean score of 53. Physical, role, emotional, and social
functions were also moderately impaired, with mean scores
of 71, 71, 65, and 74, respectively. Cognitive function was
the least impaired, with a mean score of 86. In the QLQ-C30,
fatigue, pain, dyspnea, insomnia, and appetite loss were the
symptoms rated worst, with mean scores ranging from 27 to
38. In the QLQ-LC13, mean scores for dyspnea, cough, and
pain in the chest, arm, shoulder, and other parts ranged from
25 to 36. No scores were different from those of recurrent or
metastatic NSCLC patients when compared against the data
in the EORTC QLQ-30 Reference Values manual. During the
treatment, the statistically significant improvement of pa-
tients’ global health status score, from 56.3 to 66.4 and 71.8,
was observed at 2 and 4 weeks after start of therapy in
responders but not in nonresponders, whose corresponding
scores were from 51.3 to 59.2 and 55.0 (p  0.039). There
were also statistically significant improvements in functional
scales (physical, role, and emotional) and in symptoms scales
(fatigue, dyspnea, insomnia, and appetite loss) during the first
4 weeks of gefitinib therapy in responders. Whereas the
responders sustained their improved quality of life during
gefitinib therapy, such symptoms related to gefitinib; diarrhea
and sore mouth did not deteriorate significantly.
Salvage Chemotherapy on Progression
Out of 55 chemotherapy-naive patients, 53 had progres-
sive disease, of whom 41 received cytotoxic chemotherapy as
second-line treatment, 32 received gemcitabine/vinorelbine,
and 9 received platinum-based regimens (4 gemcitabine/
vinorelbine/cisplatin, 2 gemcitabine/cisplatin, and 3 irinote-
can/cisplatin). Five (16.1%) of 31 evaluable patients treated
with a non–platinum-containing regimen achieved partial
responses, and 4 (44.4%) of 9 patients treated with a plati-
TABLE 2. Clinical Outcomes Among Patient Subgroups (Univariate)
Response Rate (CR  PR) Progression-Free Survival Overall Survival
No. of Patients (%) p Median (mo, 95% CI) Log-Rank p Median (mo, 95% CI) Log-Rank p
Total (n  72) 40 (55.6) 5.5 (4.4–6.5) 9.7 (18.5–21.0)
Gender 0.396 0.118 0.133
Male (n  6) 2 (33.3) 1.6 (0.4–2.9) 14.8 (10.9–18.9)
Female (n  66) 38 (57.6) 5.5 (4.6–6.4) 20.2 (18.1–22.4)
Age 0.316 0.451 0.803
60 (n  48) 29 (60.4) 5.9 (3.4–8.5) 20.1 (14.8–25.5)
60  (n  24) 11 (45.8) 4.1 (1.6–6.5) 19.7 (16.7–22.7)
BAC features 0.767 0.798 0.166
Yes (n  14) 7 (50.0) 5.4 (1.8–9.0) 21.0 (13.1–28.9)




0 (n  26) 15 (57.7) 7.4 (4.5–10.2) Not reached
1 or 2 (n  46) 25 (54.3) 4.8 (3.0–6.7) 16.4 (10.9–22.0)
Stage 0.396 0.823 0.281
IIIB (n  6) 2 (33.3) 4.1 (0.0–10.0) 19.1 (4.6–33.7)
IV (n  66) 38 (57.6) 5.5 (4.5–6.4) 19.4 (16.2–22.5)
Prior chemotherapy 0.264 0.017 0.080
Yes (n  17) 7 (41.2) 2.7 (0.0–5.6) 16.6 (11.5–21.6)
No (n  55) 33 (60.0) 5.9 (3.9–7.8) 20.1 (18.9–23.1)
FIGURE 1. Kaplan–Meier estimates of progression-free sur-
vival and overall survival for all patients from start of treat-
ment. Tick marks indicate censored data.
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num-based regimen achieved partial response. Only 2 (7.1%)
of 28 evaluable patients responded to the third-line chemo-
therapy.
DISCUSSION
We observed a very promising objective response rate
(60.0% for chemotherapy-naive and 41.2% for previously
treated patients; overall 55.6%) and survival outcomes with a
median survival time of 19.7 months and a 1-year survival
rate of 76.3% in never-smokers with adenocarcinoma of the
lung. These results highly contrast with most first-line cyto-
toxic chemotherapy trials, which have reported median sur-
vival time of only 8 to 10 months and 1-year survival rates of
about 30 to 40% for the previously untreated patient popula-
tion.16,17 In a second-line treatment setting, docetaxel gave
only an extra 2.4 months survival.18,19 However, we should
TABLE 3. The Worst National Cancer Institute Common Toxicity Criteria Grade Toxicities Per Patient
Adverse Effect Grade 0 Grade 1 Grade 2 Grade 3 Grade 4
Hematologic toxicity: no. of patients (%)
Leukopenia 63 (87.5) 9 (12.5) 0 0 0
Neutropenia 56 (77.8) 13 (18.1) 3 (4.2) 0 0
Anemia 43 (59.7) 27 (37.5) 2 (2.83) 0 0
Thrombocytopenia 69 (95.8) 3 (4.2) 0 0 0
Nonhematologic toxicity: no. of patients (%)
Rash 5 (6.9) 54 (75.0) 11 (15.3) 2 (2.8) 0
Dry skin 13 (18.1) 26 (36.1) 33 (45.8) 0 0
Stomatitis 19 (26.4) 30 (41.7) 23 (31.9) 0 0
Pruritus 23 (31.9) 37 (51.4) 12 (16.7) 0 0
Anorexia 32 (44.4) 28 (38.9) 11 (15.3) 1 (1.4) 0
Asthenia 36 (50.0) 25 (34.7) 10 (13.9) 1 (1.4) 0
Nausea/vomiting 50 (69.4) 17 (23.6) 4 (5.6) 1 (1.4) 0
Diarrhea 31 (43.1) 35 (48.6) 6 (8.3) 0 0
Elevated AST/ALT 42 (58.3) 18 (25.0) 8 (11.1) 4 (5.6) 0
Neuropathy 54 (75.0) 17 (23.6) 0 (0.0) 1 (1.4) 0
Infection 47 (65.3) 10 (13.9) 15 (20.8) 0 0
TABLE 4. Multivariate Cox Proportional Hazard Analyses for Survival
Clinicopathologic Factors









Factors in the final model
No. of prior chemotherapy, 0 vs. 1 0.018 2.02 (1.13–3.60) 0.042 2.14 (1.03–4.44)
ECOG performance status, 0 vs. 1 or 2 0.058† 0.005 2.97 (1.38–6.40)
Factors not in the final model
Gender, female vs male 0.082 0.086
Age, 60 vs. 60 yr 0.646 0.672
Stage of disease, IIIB vs. IV 0.735 0.316
Histology, without vs. with BAC features 0.870 0.173
†Not included in the final model for progression-free survival. CI, confidence interval.
FIGURE 2. Kaplan–Meier estimates of overall
survival among patient subgroups. (A) Perfor-
mance status (ECOG PS, 0 versus 1 or 2). (B)
Prior history of chemotherapy (chemotherapy
naive versus previously treated). Tick marks in-
dicate censored data. ECOG, Eastern Coopera-
tive Oncology Group; PS, performance status.
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take extra precaution in interpreting the data at face value,
because never-smokers tend to survive better than smok-
ers,20,21,22 and female patients have shown to survive longer
than male patients.23,24 In addition, Korean patients, like
Japanese patients,25 have shown to survive longer than Amer-
ican or European patients for unknown reasons.
In this study, 12 of 24 patients with evaluable brain
lesions achieved objective tumor responses in the brain le-
sions, all corresponding with the objective tumor responses
noted at the extracranial sites. This finding strongly supports
the notion that the brain is no longer a sanctuary site when
effective systemic treatment is employed, whether it is che-
motherapy or targeted-therapy agents such as gefitinib. It
carries a significant clinical implication: never-smokers with
adenocarcinoma of the lung can be treated with gefitinib
regardless of their brain metastasis status.
Recently, a strong association was reported between
responses to gefitinib or other tyrosine kinase inhibitors and
EGFR gene mutations as well as the EGFR and HER2 gene
copy numbers.26–32 On the other hand, KRAS mutations,
which occur more commonly in individuals with a history of
substantial cigarette use, were associated with a lack of
sensitivity to gefitinib.33,34 As shown in the present study, a
clinical parameter alone, that is, never-smokers with adeno-
carcinoma of the lung, seems to be a very useful criterion in
selecting patients who would benefit most from gefitinib
therapy, at least in Korea.
In the current study, we could not find any significant
association between such clinical parameters as gender or
bronchioloalveolar features and the outcome of gefitinib ther-
apy. This might be because only a few male patients were
enrolled in this study, and there were also only a few patients
who had tumors with bronchioloalveolar features. Neverthe-
less, good performance status and no prior chemotherapy
were the two most significant predictors of survival, a finding
quite consistent with what is intuitively anticipated and with
what has been reported in the literature.35,36
In conclusion, we demonstrated that gefitinib is highly
active for adenocarcinoma of the lung in Korean never-smokers.
Further randomized trials are warranted to delineate the role of
gefitinib as a first-line treatment in this subset of selected patients
as compared with standard chemotherapy.
REFERENCES
1. Cohen MH, Williams GA, Sridhara R, et al. United States Food and
Drug Administration Drug Approval summary: Gefitinib (ZD1839;
Iressa) tablets. Clin Cancer Res 2004;10:1212–1218.
2. Fukuoka M, Yano S, Giaccone G, et al. Multi-institutional randomized
phase II trial of gefitinib for previously treated patients with advanced
non-small-cell lung cancer (The IDEAL 1 Trial). J Clin Oncol 2003;21:
2237–2246.
3. Kris MG, Natale RB, Herbst RS, et al. Efficacy of gefitinib, an inhibitor
of the epidermal growth factor receptor tyrosine kinase, in symptomatic
patients with non-small cell lung cancer: a randomized trial. JAMA
2003;290:2149–2158.
4. Shepherd FA, Fossella FV, Lynch T, et al. Docetaxel (Taxotere) shows
survival and quality-of-life benefits in the second-line treatment of
non-small cell lung cancer: a review of two phase III trials. Semin Oncol
2001;28(1 Suppl. 2):4–9.
5. Giaccone G, Herbst RS, Manegold C, et al. Gefitinib in combination
with gemcitabine and cisplatin in advanced non-small-cell lung cancer:
a phase III trial–INTACT 1. J Clin Oncol 2004;22:777–784.
6. Herbst RS, Giaccone G, Schiller JH, et al. Gefitinib in combination with
paclitaxel and carboplatin in advanced non-small-cell lung cancer: a
phase III trial–INTACT 2. J Clin Oncol 2004;22:785–794.
7. Thatcher N, Chang A, Parikh P, et al. Gefitinib plus best supportive care
in previously treated patients with refractory advanced non-small-cell
lung cancer: results from a randomised, placebo-controlled, multicentre
study (Iressa Survival Evaluation in Lung Cancer). Lancet 2005;366:
1527–1537.
8. Miller VA, Kris MG, Shah N, et al. Bronchioloalveolar pathologic
subtype and smoking history predict sensitivity to gefitinib in advanced
non-small-cell lung cancer. J Clin Oncol 2004;22:1103–1109.
9. Lee DH, Han JY, Lee HG, et al. Gefitinib as a first-line therapy of
advanced or metastatic adenocarcinoma of the lung in never-smokers.
Clin Cancer Res 2005;11:3032–3037.
10. Travis WD, Colby TV, Corrin B, et al. Histological Typing of Lung and
Pleural Tumors. 3rd ed. Berlin: Germany, Springer, 1999.
11. Ebright MI, Zakowski MF, Martin J, et al. Clinical pattern and patho-
logic stage but not histologic features predict outcome for bronchioloal-
veolar carcinoma. Ann Thorac Surg 2002;74:1640–1646.
12. WHO. Handbook for Reporting Results of Cancer Treatment. WHO
Offset Publication No. 48. Geneva, Switzerland: World Health Organi-
zation, 1979.
13. Arbuck SG, Ivy SP, Setser A, et al. The revised common toxicity
criteria: Version 2.0. Available at: http://ctep.info.nih.gov. Accessed
March 30, 2006.
14. Aaronson NK, Ahmedzai S, Bergman B, et al. The European Organi-
zation for Research and Treatment of Cancer QLQ-C30: A quality-of-
life instrument for use in international clinical trials in oncology. J Natl
Cancer Inst 1993;85:365–376.
15. Bergman B, Aaronson NK, Ahmedzai S, et al. The EORTC QLQ-LC13:
A modular supplement to the EORTC Core Quality of Life Question-
naire (QLQ-C30) for use in lung cancer clinical trials—EORTC Study
Group on Quality of Life. Eur J Cancer 1994;30A:635–642.
16. Schiller JH, Harrington D, Belani CP, et al. Comparison of four che-
motherapy regimens for advanced non-small-cell lung cancer. N Engl
J Med 2002;346:92–98.
17. Georgoulias V, Papadakis E, Alexopoulos A, et al. Platinum-based and
non-platinum-based chemotherapy in advanced non-small-cell lung can-
cer: A randomised multicentre trial. Lancet 2001;357:1478–1484.
18. Shepherd FA, Dancey J, Ramlau R, et al. Prospective randomized trial
of docetaxel versus best supportive care in patients with non-small-cell
lung cancer previously treated with platinum-based chemotherapy.
J Clin Oncol 2000;18:2095–2103.
19. Bonfill X, Serra C, Sacristan M, et al. Second-line chemotherapy for
non-small cell lung cancer. Cochrane Database Syst Rev 2001;(4):
CD002804; PMID: 11687161, 2002.
20. Nordquist NT, Simon GR, Cantor A, et al. Improved survival in
never-smokers vs current smokers with primary adenocarcinoma of the
lung. Chest 2004;126:347–351.
21. Shepherd FA, Rodrigues Pereira J, Ciuleanu T, et al. Erlotinib in
previously treated non-small-cell lung cancer. N Engl J Med 2005;353:
123–132.
22. Zell JA, Ou SH, Ziogas A, et al. Epidemiology of bronchioloalveolar
carcinoma: improvement in survival after release of the 1999 WHO
classification of lung tumors. J Clin Oncol 2005;23:8396–8405.
23. O’Connell J, Kris MG, Gralla RJ, et al. Frequency and prognostic
importance of pretreatment clinical characteristics in patients with ad-
vanced non-small cell lung cancer treated with combination chemother-
apy. J Clin Oncol 1986;4:1604–1614.
24. Radzikowska E, Glaz P, Roszkowski K. Lung cancer in women: age,
smoking, histology, performance status, stage, initial treatment, and
survival: population-based study of 20,561 cases. Ann Oncol 2002;13:
1087–1093.
25. Kubota K, Nishiwaki Y, Ohashi Y, et al. The four-arm cooperative study
(FACS) for advanced non-small cell lung cancer (NSCLC). Proc Am Soc
Clin Oncol 2004;22:7006a (abstr).
26. Lynch TJ, Bell DW, Sordella R, et al. Activating mutations in the
epidermal growth factor receptor underlying responsiveness of non-
small-cell lung cancer to gefitinib. N Engl J Med 2004;350:2129–2139.
27. Paez JG, Ja¨nne PA, Lee JC, et al. EGFR mutations in lung cancer:
correlation with clinical response to gefitinib therapy. Science 2004;304:
1497–1500.
DH Lee et al. Journal of Thoracic Oncology • Volume 1, Number 9, November 2006
Copyright © 2006 by the International Association for the Study of Lung Cancer970
28. Pao W, Miller V, Zakowski M, et al. EGF receptor gene mutations are
common in lung cancer from “never-smokers” and are associated with
sensitivity of tumors to gefitinib and erlotinib. Proc Natl Acad Sci U S A
2004;101:13306–13311.
29. Cappuzzo F, Hirsch FR, Rossi E, et al. Epidermal growth factor receptor
gene copy number, gene mutations and protein level predict outcome to
gefitinib therapy in advanced non-small cell lung cancer. J Natl Cancer
Inst 2005;97:643–655.
30. Hirsch FR, Varella-Garcia M, McCoy J, et al. Increased EGFR gene
copy numbers detected by FISH associates with increased sensitivity to
gefitinib in patients with bronchioalveolar carcinoma cell types—A
Southwest Oncology Group study. J Clin Oncol 2005;23:6838–6845.
31. Cappuzzo F, Varella-Garcia M, Shigematsu H, et al. Increased HER2
gene copy number is associated with response to gefitinib therapy in
epidermal growth factor receptor–positive non–small-cell lung cancer
patients. J Clin Oncol 2005;23:5007–5018.
32. Takano T, Ohe Y, Sakamoto H, et al. Epidermal growth factor receptor
gene mutations and increased copy numbers predict gefitinib sensitivity
in patients with recurrent non-small-cell lung cancer. J Clin Oncol
2005;23:6829–6837.
33. Ahrendt SA, Decker PA, Alawi EA, Zhu YR, Sanchez-Cespedes M, et
al. Cigarette smoking is strongly associated with mutation of the K-ras
gene in patients with primary adenocarcinoma of the lung. Cancer
2001;92:1525–1530.
34. Pao W, Wang TY, Riely GJ, et al. KRAS mutations and primary
resistance of lung adenocarcinomas to gefitinib or erlotinib. PLoS Med
2005;2:e17.
35. Hilsenbeck SG, Raub Jr. WA, Sridhar KS. Prognostic factors in lung cancer
based on multivariate analysis. Am J Clin Oncol 1993;16:301–309.
36. Ries LA. Influence of extent of disease, histology, and demographic
factors on lung cancer survival in the SEER population-based data.
Semin Surg Onco. 1994;10:21–30.
Journal of Thoracic Oncology • Volume 1, Number 9, November 2006 Gefitinib for Never-Smokers with Adenocarcinoma of the Lung
Copyright © 2006 by the International Association for the Study of Lung Cancer 971
